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REMARKS 

The aznendments to claims 1, 37 and 55-58 relative to the 
corresponding previously pending claims are shown in Exhibit K 

attached hereto. 

support for the amendments can be found throughout the 
specification, including, inter ali^, as follows: 

page 16, lines 21-33, for "viral replication", '^resistance"; 

page 40, lines 13-30; p.ge 42, lines 12-17; page 43, lines 24-32; 
and p.ge 44, lines 1-19, for "a change in expression of the 
indicator gene in (c) , as compared to (d) . relates to 
susceptibility of HCV replication to the anti-HCV drug- ; 

page 56, lines 25-35 to page 57, lines 1-24, and page 58, lines 
l!! for « resistance" or "susceptibility' ''to an anti-HCV drug" 
and ''a change in expression of the indicator gene in (c) , as 
compared to (d) , relates to susceptibility of HCV replication to 
the anti-HCV drug". 

.cccrdin,ly, no n.w matter i, present in the claims as fended 
herein, and entry of this Preliminary Amendment is respectfully 

requested. 

, . o 37 40 and 55-58 as amended herein 
Accordingly, claims 1, 4, 8, 37, 4U an 

are pending in this application. 
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If a telephone interview would be of assistance in advancing 
prosecution of the subject application, applicants' undersigned 
attorney invites the Examiner to telephone at the number provided 
below. 

No fee is deemed necessary in connection with the filing of this 
Amendment. However, if any other fee is required, authorization 
is hereby given to charge the amount of any such fee to Deposit 
Account No- 03^3125. 

Respectfully submitted, 




Attorneys for Applicants 
Cooper & Dunham LLP 
1185 Avenue of the Americas 
New York, New York 10036 
(212) 278-0400 



Received from < 12123910526 > at 12/3/01 2:24:35 PM [Eastern Standard Time] 



DEC-Q3-ei 15<22 FROM < COqAER-l-DUNHAM I □ • 1 2 1 2 0S2B PACE 11/15 



}^^R-«-DUNHAM 1 □ • 121 2^|^ 



Received from < 12123910528 > at 12/3101 2:24:35 PM [Eastern Standard Time] 



DEC-03-01 15 = 22 FROM = COqafcR ■♦-DUNHAM I D = 1 2 1 2^fcl 0 52G PAGE 12/15 



t t 



.™iicants : Daniel J. Capon, Jeannette M. Whitconib and 

Neil T. Parkin 
serial NO. : of 09/126,559 

Filed : July 30, 1998 

1 . (Amended) A method for determining susceptibility of hepatitis 
n .r^r^>.^ r6olin;,tiQn to *or an ai3.H-hepatj.tis r virus (HCV) wev 

ouLi uiiul drug comprising: 

(a) introducing a resistance test vector comprising a 
patient-derived segment which comprises a hepatitis 
C virus (HCV) gene and an indicator gene into a 
host cell; 

(b) culturing the host cell from (a) ; 

(c) measuring expression of the indicator gene in a 
target host cell, wherein the expression of the 
indicator gene is dependent upon the patient- 
derived segment; and 

(d) comparing the expression of the indicator gene 
from (c) with the expression of the indicator gene 
measured when steps (a) -(c) are carried out in the 
absence of the HCV auLl vlLinl ant j -HCV drug, 

wherein a test concentration of the ll C V auLi .i^al antj^ 
HCV drug is present at steps {a)-'(c); at steps (b)-{c); 
or at step (c) ^ y^n . rhanof in (.xpresr^i on of the 
,...ne ' r ) r-oninarPd to (d) , relate? to 

.„.^^p.sM1itv -rxr r^mio^tion tn the ^ntl-HCV drug . 
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37, (Amended) A method for determining susceptibility of hepatitis 
^ viral repTif^ation to for an anti -hepatitis C virus (HCV) H€V 

juLi uliul drug comprising: 

(a) introducing a resistance test vector comprising a 
patient-derived segment which comprises a hepatitis 
C virus (HCV) gene and a nonfunctional indicator 
gene into a host cell; 

(b) culturing the host cell from (a) ; 

(c) measuring expression of the indicator gene in a 
target host cell, wherein the expression of the 
indicator gene is dependent upon the patient- 
derived segment; and 

(d) comparing the expression of the indicator gene 
from (c) with the expression of the indicator gene 
measured when steps (a) -(c) are carried out in the 
absence of the U l V auLi ^Ual anti-HgV drug, 

wherein a test concentration of the HCV aw Li uiial a nti- 
■ acy drug is present at steps (a) -(c); at steps (b)-(c); 
or at step (c) ^nri a change in exprgf^sion <?£ the 
ir.Hir.atnr g^n^ in I r-] . as compared to (d) , relates ... t L Q 
,„,„^ p^,^i1i 1 -Y HCV replication to th^- anU-HCV djufl . 



55 



(Amended) A method for determining H l V aiiLi ^iial rft«i«t»pce of 
i^Ip^.- i^i. r. yj ^^ir ("^^ anti-HCV drug resxrt^ce in a patient 

comprising; 

(a) developing a standard curve of drug susceptibility for an 
the HCV unLl vital apt^-H£S^ drug; 

(b) determining H t V uuLx ^lal dmg susceptibility q£_QSL 
^^^ ^in.r^nn -^^nY. ^nti-HCV drug in the patient 
according to the method of claim l; and 

(c) comparing the u c ^ auLl uiial anti-HCV drug susceptibility 
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•in from step (b) with the standard curve dettrrmirted-in 
from step (a), wherein a decrease in llCV uuLi ^Iral 
susceptibility r-. piir^tion r.o the anti-HCV dyua 

indicates development of HGV auLl virn i drtig resistance 
i;n t-hft anf ! -wrv drug in the patient. 

56 (Amended) A method for determining H C V auLl .iral r>-s1fitan^e of 
r vim , — ? — .nti-HCV drug ^«si^L.u.. in a patient 

comprising : ^ • v. ■ n,.,, ^^v- » 

(a) developing a standard curve of drug susceptibility for ^ 

such H CJ V aiiLi uii - a - t ^ntijiHCy drug; 

(b) determining tiCV aiiti ^ix^l ^ susceptibility Q^_HCV 
^^ P^.■i..^^^n ^Tl^^-"^^ drug in the patient 
according to the method of claim 37; and 

(c) comparing the llCV unLi ^ii^al ^nti-HCV drug suscept ibility 
itt from step (b) with the standard curve tteterrirtned-rm 
from step (a), wherein a decrease in ft^^-nnirr-vir^ 
Busceptibility of H^^r rppTigaMon rn the anri-HCv dmq 
indicates development of ^nli ^iial drrtg resistance 

rh^ ant- i -wrv drug in the patient. 

57. (Amended) A method for determining H . O auLi .Hal r.^isn^pce of 
^^^^^^^ r -r^r^^r H-) - - -^^'"^ ''^^ re*«t«ice - a patient 

comprising: . . . susceptibility of 

(a) determining ti C JV uuL.l ^xi ul dmg susceptioiiicy _ 

u. ^....^. r vlr ^i ..nlication in the patient to the ^^t;^- 
drug at a first time according to the method of claim 
1, wherein the patient-derived segment is obtained from 
the patient at about said time; 

determining m^ - unLi a.al rh rug susceptibility o£ 
l,jMMri::--r-^ ...U. at ion of the same patient 
.^ t-s-TTrv drug at a later time; and 



(b) 
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the 



■■ fliiLi vixa -i anti-HCV drug 



comparing 

susceptibilities aeLexmiu c a In from steps (a) and (b) , 
wherein a decrease in antrr-virwi drng susceptibility of 
^rv ^<:.nlica1:^-<-^r. t-n the anfi-HCV dru g at the later time as 
compared to the first time indicates development or 
progression of H€V an Li »iJ-ul - dmg resistance to the 
a pt-i-HCV drug in the patient. 

58 (Amended) A method for determining HCV auLl .iiul resiptance of 
r v^^^c mrv) to ^r. ^nti^HCV drug rersiaLaiiUC in a patient 

comprising: * 
(a) determining li e' . ' uuil ^li^ drug susceptibiUty of 
v^ o p.f^Ms C - "^-^i -^-^pli ration in the patient to thfi ^nti- 
Hgy drug at a first time according to the method of claim 
37. wherein the patient -derived segment is obtained from 
the patient at about said time; 

determining aiiLx uiial drug susceptibility fii 



(b) 



(c) 



^, ^ p..H^^« C vi r-1 r-r^^^^^^<^^ ^^'"^ patient 

drug at a later time; and 

comparing the ftev au L l an^^ 

susceptibilities JeLa^iulii ^ J In ££Sm steps (a) and (b) , 
wherein a decrease in auU ^i-uri : drug susceptibility 
^r.r ^. pis..M np r- ^^^^-»rv drug at the later time 
as compared to the first time indicates development or 

£ nriT ■ ■■ 1 \ u 1 i .ill- Llru cr resistance to — th£ 
progression of HCV antx- virarx oin^y 

ar| ^ ;j -HCV drug in the patient. 
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